DRAFT DI SCUSSI ON PO NTS FOR SCREENI NG AND TESTI NG DONORS OF
HUVMAN Tl SSUE | NTENDED FOR TRANSPLANTATI ON AND HUNMAN
REPRODUCTI VE Tl SSUE, AND FOR ESTABLI SHVENT REGQ STRATI ON.

| ntended for discussion at the FDA
Wor kshop on Human Ti ssue I ntended for Transpl antation
and Human Reproductive Ti ssue: Donor Screening and |Infectious
D sease Testing

(to be held 1: 00 to 5:30 on 3/24/95)

. | NTRODUCTI ON

Thi s docunment is intended as an outline for discussion of
issues related to the recovery, processing, storage, or

di stribution of human tissue intended for transplantation and
human reproductive tissue intended for insem nation of a
person other than the donor's spouse or sexual partner or
inplantation into a recipient other than the oocyte donor.

The InterimRule was issued because of an inmmedi ate need to
protect the public health fromthe transm ssion of HV
infection and hepatitis infection through transplantation of

ti ssue fromdonors infected wwth or at risk of these diseases.
Addi tionally, recomendations fromthe CDC favor the screening
of senen donors for sexually transmtted di seases (STDs).
Reports of transm ssion of H'V, hepatitis, and ot her STDs
support the need for such screening as well as testing for the
i nfectious agents or antibodies to these diseases. Also the
possibility of transm ssion of infectious agents with donor
oocytes or banked human enbryos, which puts both the recipient
and fetus at risk, support the need for screening and testing
of other reproductive tissues as well as senen.

1. PROCEDURES
A. Donor Testing for Human Tissue intended for transplantation

1. FDA believes that donor infectious disease marker
testing criteria as previously stated in the InterimRule
shoul d be used in the donor screening process for human
tissue. Al human tissue intended for transplantation
must be from donors whose bl ood tests negative for
hepatitis B surface antigen, antibodies to the hepatitis
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C virus, and antibodies to the human i mmunodefi ci ency
virus Type 1 and Type 2.

2. The testing shall be done by |aboratories
appropriately certified for those tests perforned and in
good standi ng under the dinical Laboratories |Inprovenent
Amendnents (CLIA) of 1988. The tests used shall be
approved for such uses by FDA. The tissue shall be
acconpani ed by records to indicate that the testing was
done and that the sanples were found to be negative for
anti-H V-1, anti-H V-2, HBsAg, and anti-HCV using an FDA
approved screening test. For sanples of cadaveric bl ood,
screening tests which have been approved for testing
cadaveric bl ood nust be used, when avail abl e.

3. Ti ssue must be quarantined from

a. a donor whose bl ood specinen has tested
repeatedly reactive on a screening test for anti-
H V-1, anti-H V-2, HBsAg, or anti-HCV,

b. adult donors who, within 48 hours prior to
taki ng the bl ood sanple, have been transfused with
nore than four units of whol e bl ood,

c. adult donors who were infused with a vol une of
colloid or crystalloid sufficient to result in a
pl asma dilution of 50% or greater at the tinme of
sanpling, or

d. children under 12 years of age who have received
any infusion of a colloid or crystalloid or
transfusi ons of bl ood or blood conponents within 48
hours of bl ood sanpling.

Quarantine neans the identification of human tissue as not
suitable for use or that has not yet been characterized as
bei ng suitable for human use, and includes the storage in an
area clearly identified for controll ed sequestration. Tissue
is considered not suitable for transplantation if from donors
t hat have not been tested for HV, HBV, or HCV, regardless of
the reason that testing was not be done. Quarantining due to
transfusion is not necessary if a pre-transfusion bl ood sanple
was available for testing or if an adequate al gorithm was
enpl oyed to ensure that there was not plasma dilution
sufficient to alter the test results.

2



B. Donor screening for tissue intended for transplantation

1. The FDA believes that donor screening for high risk
behavi or for exposure to H'V and hepatitis viruses should
be acconplished through a next of kin interview and
review of the donor's nedical history as well as review
of autopsy reports and nedical records. A "next of kin"
is considered to be an individual who is aware of the
donor's nedical history and social behavior; such as the
nearest available relative of the donor, a nmenber of the
donor's household, or other individual with an affinity
relationship to the donor. For corneas retrieved under
aut hori zation of a specific state or territorial nedical
exam ner |aw, the relevant nedical history shall include
all avail abl e nedical, coroner and autopsy records, and
an interview with the next of kin when possible.

2. Tissue should not be accepted from donors who net any
of the foll ow ng:

a. nen who have had sex with another man within the
precedi ng 5 years?,

b. persons who have injected drugs for a non-

medi cal reason in the preceding 5 years, including
i ntravenous, intranuscul ar, and subcut aneous

i njections of recreational or illegal drugs?,

c. persons with henophilia or related clotting
di sorder who have recei ved human-derived clotting
factor concentrates?,

d. persons who have had sex in exchange for noney
or drugs in the preceding 5 years?,

e. persons who have had sex in the preceding 12
months with any person described in the 4 itens
above or with any person suspected of having HV,
HBV or HCV infectionts,

f. persons who have been exposed within the |ast 12
nmont hs to known or suspected H'V, HBV, and/or HCV

i nfected bl ood through percutaneous inocul ation
(needl estick) or through contact with an open wound,
non-intact skin, or mucous nenbranetl 719



g. children neeting any of the exclusionary
criteria for adults?,

h. children 18 nonths of age or less born to

not hers who are H V-infected or at risk for HV

i nfection and who have been breast fed wthin the
precedi ng 12 nonths, regardl ess of H V status?,

NOTE: Children over 18 nonths of age who are born to

nmot hers infected with HV or at risk for infection, who
have not been breast fed within the preceding 12 nonths,
and whose HIV anti body test, physical exam nation, and
revi ew of nedical records do not indicate evidence of HV
i nfection can be accepted as donors?.

i. current inmtes of correctional systens
(itncluding jails and prisons) and individuals who
have been incarcerated for nore than 72 consecutive
hours during the previous 12 nont hs?,

J]. close contact with another person having viral
hepatitis within one year precedi ng donati ong,

k. persons who have been victins of rape during the
precedi ng 12 nont hs’,

| . persons who have had or have been treated for
syphilis or gonorrhea during the preceding 12
nont hs” 1% or

m persons who within one year of donation have
under gone acupuncture, ear and/or body piercing or
tattooing in which sterile procedures were not used,
or where it is unknown if sterile procedures were
useds.

FDA believes that direct questions addressing the above
criteria should be asked in the next of kin interviewto
determne if these events occurred. |If these risk
factors are reported within the tinme period specified in
any available information, the tissue should not be used.

3. In addition to the requirenents that a donor should

test negative for HYV, HBV, HCV and be screened and found
to have none of the indicated behavioral risk factors, a
donor should also be free fromclinical signs or synptons
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C.

of H'V and hepatitis. Based on the donor's nedical

hi story (including next of kin interview), physical
exam nation, nedical records, autopsy report and

| aboratory test results, tissue donors should be free
from evi dence of:

a. HVinfection or high risk of exposure to HV
such as a diagnosis of AIDS or HV infection,
unexpl ai ned wei ght | oss, night sweats, blue or
purpl e spots on the skin or nmucous nmenbranes typical
of Kaposi's Sarcoma, unexplained |ynphadenopat hy of
| onger than one nonth, unexplained tenperature of
over 100.5° (38.6°C) for nore than 10 days,
unexpl ai ned persistent cough or shortness of breath,
opportuni stic infections, unexplai ned persistent
diarrhea, a history of nale to mal e sexual contacts,
a history of sexually transmtted di seases, needle
tracks or other signs of parenteral drug usel’, or

b. a diagnosis of hepatitis B or Cinfection, which
woul d i ncl ude physi cal evidence of clinical
hepatitis such as yellow jaundice or
hepat ospl enonegal y (records of |aboratory data such
as ALT, AST, bilirubin or prothronmbin tinme my
assist in making a donor suitability determ nation)?®.

Donor Testing for Reproductive Tissue

1. Testing of reproductive tissue donors should include
all tests reconmmended for human tissue for

transpl antation. FDA also believes that donors of human
reproductive tissue should be tested for physical

evi dence of, and/or exposure to, comruni cabl e di seases
that can be transmtted through artificial insem nation,
fertilization and/or inplantation. Tests should include
the follow ng: a conplete blood count, urinalysis, urine
culture, antibodies to H V-1, antibodies to H V-2,
hepatitis B surface antigen, antibodies to hepatitis C
virus, antibodies to human T-cell |ynphotropic virus type
I, antibodies to CW, serological test for syphilis,
senmen white blood cell count, urethral or cervical swab
for Chlanydia trachomatis, Neisseria gonorrhoea,

Mycopl asma honmi nis, and Ureapl asma ureal yti cum

2. Al testing should be perforned by a | aboratory
certified to performsuch tests under the dinica
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Laboratories | nprovenent Amendnents (CLIA) of 1988
according to FDA approved directions for use. Wen
avai l abl e, only FDA cleared or |icensed serol ogical
mar ker tests shoul d be used.

3. FDA is evaluating donor testing requirenents for

rel ease fromquarantine for semen. FDA is considering a
provision that would require, at the time of donation of
senmen, that the donor be tested for H'V, HBV, HCV, and
all other tests listed in Section II1Cl. Senen would only
be accepted if the donor is negative for all tests and
screening. Such donated senen woul d then be placed in
guarantine for six nonths in an appropriate method of
storage. After six nonths, the donor woul d be retested
for communi cabl e di sease serol ogi cal markers to establish
that results are negative. |f serological marker test
results were negative, the donated senmen woul d be

rel eased from quaranti ne.

D. Donor Screening for Reproductive Tissue

1. FDA believes that screening of reproductive tissue
donors shoul d include the taking of a nedical history to
assure freedomfrom sexually transmtted di seases (STD),
genitourinary di seases, and freedomfromrisk factors for
H 'V, hepatitis B, and hepatitis Cinfection. FDA s
consi deri ng whet her donor screening criteria for high

ri sk behavior for exposure to H'V and hepatitis viruses
shoul d be adapted for use in screening reproductive

ti ssue donors. FDA believes that reproductive tissue
shoul d not be accepted from donors neeting any of the
criteria as listed in Section I1B2 and 3 of this outline.

2. FDA also believes that tissue should not be accepted
fromdonors with a history of having received within one
year precedi ng donation, human bl ood, bl ood conponents or
any derivative of human bl ood (except in the case of
speci fic i mmuni zati on of Source Plasma donors (21CFR

640. 66)) .8

3. Screening should also include a physical exam nation
to establish that the donor is in good general health and
is free fromany signs and synptons of bl oodborne

i nfections, system c communi cabl e di seases, STDs,

geni tourinary conmuni cabl e di seases, and any signs and/or
synptons of illegal injectable drug use.
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4. FDA believes that repeat donors nust have a conplete
donor suitability determ nation perforned every 60 days.
For those who donate |less frequently than every 60 days,
a conpl ete donor suitability determ nation should be
performed with every donation. For repeat donors where
| ess than 30 days have el apsed, an abbrevi ated donor
suitability determ nation may be perforned. An

abbrevi ated donor suitability determ nation should
consist of all tests indicated in section IICl, a review
and update of the donor nedical history obtained at the
| ast donation, and an abbrevi ated physi cal exam nati on.

I11. DI SCUSSI ON OF POSSI BLE REG STRATI ON OF TI SSUE
ESTABLI SHVENTS

FDA is considering requiring tissue establishnments to register
with FDA. Such registration would all ow FDA anong ot her
things, to transmt information concerning updated
recommendations, as well as, recall alerts to al
establ i shments.

I f codified, such a requirenent woul d necessitate annual

regi stration of any establishnment or entity engaged in the
recovery, processing, storage, or distribution of human tissue
for transplantati on or human reproductive tissue. As a part
of such a process, the registrant would be required to provide
t he agency wth:

1. basic identifying information including the nange,
address, tel ephone nunber, and fax nunber for the

establi shnment, the nanme of the reporting individual, and
information on the type of ownership of the facility such
as non-profit, partnership or governnent,

2. basic types of tissue handled by the registrant such
as nuscul o-skel etal, ocular, or reproductive. The

met hods of donor screening and the infectious di sease
testing used for each type of tissue handl ed,

3. information concerning the type of manufacturing
servi ce such as collection/recovery, processing, donor
testing, product testing, storage,or distribution. The
| ocati on of such service and type of tissue handl ed on-
site or if off-site, the nane and address of the
contracted organi zation that provides the service, and
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4. information concerning voluntary certification of the
est abl i shnent .
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